Human mononuclear cells cultured with endotoxin generate tissue factor activity (Rickles et al. 1977; Tono-oka 1978) . Our previous study demonstrated that the activity is located mainly on the cell membranes, and that amino acids, Ca++, optimal culture temperature and protein synthesis are essential for the devel opment of the activity (Tono-oka 1978). These observations raise the possibility that some metabolic changes of cell membranes triggered by the endotoxin may induce the development of tissue factor activity, and this phenomenon is a true biological event. But its precise biological significance is uncertain.
Recently, attention was directed toward the possibility that cyclic nucleotides might play a role in the modulation of the biologic functions of various types of human leucocytes (Bach 1975 All drugs used in the experiments were confirmed to have no effect on the clotting time of substrate plasma mixed with brain thromboplastin (Ortho) . 
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DISCUSSION
Previously, Rickles and co-workers demonstrated that human mononuclear cells cultured with endotoxin developed a high tissue factor activity (1977) . Endotoxin, at concentrations found to contaminate many commerical mitogens , activated mononuclear cells in a time-dependent manner. We also observed these effects , and confirmed that the activity of tissue factor is located mainly on the cell membrane (1978) . It is still uncertain, however, whether other mitogens or antigens which do not contain any endotoxin have the ability to develop tissue factor activity in mononuclear cells. Furthermore, it is also uncertain whether this phenomenon is a proper function of human mononuclear cells.
Recently Hadden and co-workers suggested that cyclic GMP is a possible intracellular mediator in the case of mitogenic influences in lymphocytes (1972) . Furthermore, it has been suggested by Watson and his co-workers that cyclic AMP may be the intracellular mediator of a tolerogenic signal whereas both cyclic AMP and cyclic GMP may be required as mediators of the inductive signal for immune response (1973) . Thus it is very interesting and important to study the role of cyclic nucleo tides in the tissue factor generation by mononuclear cells.
In the work concerning the action of cyclic AMP on leucocyte functions, j adrenergic agents such as isoproterenol or epinephrine which activate adenyl cyclase in a number of tissues, aminophylline or theophylline which are the competitive inhibitors of a phosphodiesterase, and dibutyryl cyclic AMP are usually used to raise the level of intracellular cyclic AMP. In this study we used aminophylline, epinephrine and dibutyryl cyclic AMP, and inhibitory effects were observed with all drugs. Concentrations which showed an inhibitory effect on tissue factor gene ration by mononuclear cells were parallel with those on various kinds of leucocyte functions reported by many workers (Diamanstein et al. 1975; Hirschhorn et al. 1970; Koopman et al. 1973; Strom et al. 1973 ). Since these inhibitory effects were reverisble, the effect is not cytotoxic or non-specific. 
